which have the greatest potential for metastasis. The results of this study suggest that a simple assessment of pain intensity will aid in the clinical diagnosis of SCC and lead to earlier appropriately aggressive treatment of these lesions.
Efficacy and Safety of Tumor Necrosis Factor Inhibitors in Acute Generalized Pustular Psoriasis
A cute generalized pustular psoriasis (GPP) is a rare, life-threatening form of psoriasis; therefore, rapidly effective treatment is needed. Etanercept was beneficial in GPP, 1 but the benefit of infliximab or adalimumab was less frequently reported. 2 The purpose of the present study was to evaluate the efficacy and safety of tumor necrosis factor (TNF) inhibitors in a series of patients with GPP.
Methods.
A national, multicenter, retrospective study was conducted among patients who were seen in French university hospital dermatology departments and who received TNF inhibitors for GPP flaring within the postlabeling period. The study received approval from the institutional review board (Comité d'Evaluation de l'Ethique des projets de Recherche Biomédicale, Paris Nord, No. 12-017).
Patients included in the study had abrupt onset of generalized inflammatory erythema with successive waves of diffuse sterile pustules with subsequent desquamation accompanied by marked asthenia, high-grade fever, and hyperleukocytosis. They also had documented evaluation of psoriasis severity 3 including specified percentages of body surface area covered by pustules and erythema both before and after treatment. Since a given patient might have received several TNF inhibitors, each TNF regimen was considered as soon as it was started during a GPP flare.
Results.
Of the 11 patients entered into the study, 2 had inherited genetic mutations characteristic for deficiency in interleukin (IL)-36 receptor antagonist, an antagonist of cytokines belonging to the IL-1 family. 4 The immediate efficacy of TNF inhibitors in controlling acute GPP attacks was evaluated in 16 flares (infliximab, 10; adalimumab, 3; and etanercept, 3). In the 10 patients who received infliximab, clinical remission was obtained in 8 flares (80%), with a median time for pustule clearance of 2 days (range, 1-8 days). For adalimumab, remission was achieved in 2 of 3 patients (time to remission, 7 and 28 days). Similar remission rate and time to remission were observed in patients treated with etanercept (Table) .
The efficacy of TNF inhibitors as maintenance therapy, ie, in the prevention of subsequent GPP attacks, was evaluated in 10 flares (7 different patients). Two of 3 patients treated with infliximab were free of attacks within 6 and 22 months. Three of 4 patients treated with etanercept were free of disease flares for 3, 6, and 12 months. All 3 adalimumab-treated patients were consistently free of GPP flare (follow-up times, 10, 17, and 18 months) (Table) . Adverse events in patients were limited to those treated with infliximab (6 of 19 patients, 32%) (Table) .
Comment. This series of patients, the largest to our knowledge without limiting reporting only therapeutic success, emphasizes the rapid and complete control of GPP attacks in most infliximab-treated cases. 2 These data provide additional support for the efficacy of TNF inhibitors during the acute phase of GPP and for guidelines recommending infliximab as first-line treatment in life-threatening forms of psoriasis, including GPP. 5 Limitations of the study were the small sample size, heterogeneous population, and retrospective design. The typically self-remitting, intermittent course of GPP requires a larger sample to support these preliminary findings. The efficacy of TNF inhibitors as maintenance therapy needs to be investigated with larger samples of patients with GPP. Adverse events were those expected and led to treatment withdrawal in 5 cases.
The efficacy of TNF blockade in patients with GPP argues for an important role of TNF in the inflammatory cytokine cascade. Nevertheless, alternative inflammatory pathways may also operate. Indeed, recent evidence for a major role of a dysregulation of pathways belonging to the IL-1 family is of special interest, identifying alternative targets for therapy. 4 Since GPP is likely to be characterized by genetic and physiopathologic heterogeneity, in the future, tailored immunointervention is likely to offer optimal treatment outcomes. In the meantime, TNF inhibitors appear to provide great help in the control of the acute phase of GPP. Although results are more striking with infliximab owing to the higher number of patients, the risk-benefit ratio of the different TNF blockers should ideally be comparatively investigated in prospective multicenter studies.
